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iit^« 1 1 

m^Tt)^ ') V - -t. 1^ iizm'k $ *LT v» * m^^M u ^ v - a „ 

30%) . ^>ir^)^'yv'm. mmmrn. ■7^7.v7^v)^y^')^^-r^m^^r:^-:^y^^^ 
:f5i'; >a^^'b:&;s>p7&^<b^i^^tL;?> iam_hoM (^;vJt o -40%) . fahrikz.^ 

I»*^3l _ , 

mm±x-m^ Lyy v^j^mi-'c^^^ 2 fBm(o^iH^iii v *° v - a « 

^astt ^^^^^ ^ 

[Iff^:^ 6 1 

ij 5}^ V - A o3pjj^*i#*«50~350Dm-e^ S , W^:* 5 mM<omWM U ^J^ V - A o 

U 53f V - A ^J' m{i7&*-50~10mV-C2fe ^ ^ 1 6 O v^-f 1 ^^^U 

U i° V - A o¥*ir-if- ^ mfiE:3&*-40~0mV-e^ . If^:^ 7 iBm<^MII'l^lfti 'J 'i^ V - A o 
(if 9 ] 

i; ^ V - A <D^i^^- 9 mffi*«-30 — lOmVt? * . W^:^ 8 fBm<^*lll^«if U V - A 

o 

J5^^-|^ 1 0 1 

:/*-®a®«:^L-C'; jJ^V-Amt^^S-^^tt-CV^^. 1 9 <^v>-r 

tt)&- 1 mBm<7)^^^t!li U V - A o 
[11^:^1 1] 

[Ib^^ 1 3 1 

3 (D y^^-ffi-ib^ 1 :g tcfam<o$l Wlili U *° V - A « 

llt*^ 151 _ 
';'i^V-A|ii5J:t^/tyi:liU >'*-Se®**^^14'fl^^^"^^'*> l»^«l*-e)l 4 

m^m 161 

^TK^'fb'&^iwJ: »9^7Kti'(k$tL. ^^7Kl!i'fk'&'^*^ (D 
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X-Rl(R20H)n ^ (1) ^^^^ 

x'^^fi^m^^i 5fa^o*im<^y 'i^'v-A-e^oT. Riti. ciff-h(^o<7>u^tfz 

17]. 

^TKtt'fb'^ifei^i: •j^^'fb^tL. mn^^it^m*^. -m.^ (2) 

H2N-R3-(R40H)n ^ (2) 

<D^i\:yi^mmi^ H2N{± 'J >K V - A t li V > * -se ® n:^ t ^ ti^^ffl <^ 

[iS^]^ 181 

^TKte'fb^tJt^i ^)i&7K'&'fk$tL. K^7m'fb'^ife>^>^ (3) 

H2N-R5(0H)n ^ (3) 

it^mm(ORit7i<.mm.^mL. HaNliU^v-AlSKt/ctiU ^^-SSK^HS^^tTtJi 
ISi*^ 19] 

i; j}^V-Am*5 J;r>Vt/c{±'; >:«;-gSKtcT5 yT;^=^-;^M^^^^$■*^-^^^- 
liS^^ 2 0 1 

7 5 y T'n y 75- ^ ^5; ^ S^:^- Mi?^ $ i^TRtt'fb^tl ^^fi-^-g- 1:: J; "9 $ ^ - ^ 

2 1 1 ^ ^. . 

IST-^ •!) 1 ~30000'(i-e^ »9 ^ V >*-SeH=SrffiV>:5:V^:ir'^{4, 'j^J^V-Al©^^ 
i9*li!il~500000ii-e^<S>. W^^K 1 ^a-^b 2 0 (^)V^-rn:*> 1 ^l'IB«<^J^i»ll 'J^V- 

im-^m 2 2] 

1; V - A i::^^ L fzmm<Dm^mm:^^^ u v - a ic^-g- $ ® e k i ^^^^ n i 
~ 6 0 ffl-cab X 1 ^ 2 1 <D\^^irM> 1 ]^ twfa«<^3Siii#i(ii u ^-i^ v - a o 
im^^ 2 3 1 

(fS^^ 2 4] 

jail's fffiii. a^M, 0. 15, 4^m. 'M. mm. mm. m^. -xm. #> #fi, 

(DM^K mutT^iUf-h 2 3<ov^-rtt**i«»-iam<oii^^tii5Usj?v«-Ao 
2 5 1 
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=f-7>y-;^9+-«III. 3'-vTU;V7^ h-^=«III> 6'-'>T'J;v7iJ^ 

. 3'-v'TU;V7^' 6'-'>7'J;^7i5' h-iJ-^V'HMM. ;v^_^XM^« 

3v';V9^ h->?.Egi8i^i3J:0f3-7=i'>;V'7^' h -T.HiSm^^^'fc^S^^^^^^^^^^- 
jl^^^ 2 6] 

1 ;6><b 2 5 (D\^^-fttii-^ 1 ]fitc|am<^ <; v - a Icm^J t ti^iS^^^A U^c u 
IW-^S 2 7] 

. nm.mmmM. mim-ummm. *;v*>mffi«^J. -^^m^-M^^^J. ^J^ffl^^J 
mimmn. ^^mn. mm^Mn. ^mmm%mnu gB^&^^»J> nmM^mn. 

^iJ^y^im-mjl^. siRNA. miRNA. smRNA, T>^-t:>>^ ODN^DNA:& f<7)atiK^^?6^ 
[ffi^]^ 2 8 ] 

ift*^ 2 9 ] 
[fff^a 3 0 ] 
iit*:^ 3 1 ] 
m^-^z 2] 

lit*:® 3 3] 

^i;;vj.^y-;i/T^ >0 (^;wji:0 -30%) , y nr T^y 7 ^vymm.. :gmT;v^;vU 

30%) , ify^')^'yVm. M®«> ■7*;^7r^v;^^^'J-bn-;vmi3J:yf>^7^'f > 

::f^x.y)ymt-hi-£^Wi)-hm.^^f^^l^^^±-(^'S^^ (•=E;wj^: 0 -40%) > 'i^t>l::=i 

Vy^T-n-;v» (^;vjt0~70%) ^Sr'&tfx V'i^V--^o 

[ft^^^S 4] 

Se®t:-g-tpm*:®3 3iBm<0'J:^^V-Ao 

IW*:®3 5] 

4 icsaft<^';:^«v-Ao 

lit*^ 3 6] 
If**:® 3 71 
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X-Rl(R20H)n ^ (1) ^^.^^ 

^7K'tt'^k'&!|^J7il^ (2) 

H2N-R3-(R40H)n ^ (2) 
Ilt*]^ 3 9 1 

m.7i^mt^mi!i^. (3) 

H2N-R5(0H)n ^ (3) 

[fff^:^ 4 0 ] 
[l»*«4ll 

$:JxTV^;5>. f»*:^4 OiBm<^'; !^^V--^^o 
lit 4 2 1 

IfS*^ 4 3 1 

. mm^mmm. mim-^mmm. ^^)i^^>^mmm. mM^'^m^mmm. ^mmm 
^^mmn. m^mL mm^MM. ^u^m^MM. ^^.^^Thmm. mn^Jhmm. 

y{ fit-y-'f Yij^i^^w^^^"^*^ ^y^^. tJt-^-'f y-ijyy • ^ 

^iJ^ y^l^^^i^. siRNA. miRNA. sinRNA> T^^-t^;^ ODN^DNA* if oafeTFt&^ 
[li^«4 4l 

0pi£^^i!i5SiJ-Cab*. it*:S4 2 1 3tti4 3 >i^y-AWJo 
lft*«4 5l 
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[0 0 0 1 1 
[0 0 0 2] 

5|«:@(^@^:^^7^^'Sfelil& (NN I) J: o T^^Sr Sfg-r*#6*JS^<^-i^ T 
^SJfflia^;^ fflv^^ -r ^ ^ilfS^^it -> X X A ( D D S : K 7 ^> cJ^ X* U ^ ^' U 

lil&-ei. MAHitiiL-C rE3BSffl=®/hv:^xA • * -Xa L^m-t- 

^m&^^M-DS(D mm^^m $ t v> * » -e- (TJ'fi&o?^^ -c ^> wmm <o ^ v>:^ 

10 0 0 31 

o ^<Dfzt> (D^m^tjim t L T <^m«l[i=-tt^ ^ i; T - U 'i^ V - A ^-'-a g 
10 0 0 4] 

[0 0 0 5] 

DC-SIGN. DC-SGNR> nv^-^i'. ^ -J^^^^SSS^'^C-iJ'^ 7'^^^^>> i^Vl^ y 
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DD S U Ki: LT^i tTV->^ (l)Yainazaki, N., Kojima. S. . Bovin, N.V., 

Andre, S.. Gabius, S. and Gabius. H.-J. (2000) Adv. Dnag Delivery Rev. 43. 225- 
244. 2)Yamazaki. N., Jigami. Y. , Gabius. H.-J., Kojima. S (2001) Trends in Glyco 
science and Glycotechnology 13. 319-329. http://ww.gak.co.jp/TIGG/71PDF/yamazak 

i.pdf) o 
[0 0 0 61 

j^j'^^-y^.^ >^$tt'5:V^4)<^:**l5 ^ A,^"^'*)^ (l)Forssen. E. and Willis. M. (19 
98) Adv Drug Delivery Rev. 29. 249-271. 2)iSll^m • «ffl^il(1999)> 4-BcODD 

s •mmm^'y^'rM.^ l59-l67M^ mm>^ ^ -i- )\^^±. -^wl) o mm(o^=Fmm.m^^ 

ov^T^^OW^/i^^'btLTV^STj^ ^iv!b(Dmmmit^i^^ (in vitro) liZX^iiO 

(l)DeFrees, S.A.. Phillips, L.. Guo. L. and Zalipsky. S. (1996) J. Am. Chem. So 
c. 118. 6101-6104. 2)Spevak, W. , Foxall, €.. Charych, D.H., Dasqupta, F. and Na 
gy, J.O. (1996) J. Med. Chem. 39, 1018-1020. 3)Stahn. R., Schafer. H. , Kernchen 
, F. and Schreiber, J. (1998) Glycobiology 8. 311-319. 4)Yamazaki, N.. Jigami, Y 
Gabius. H.-J.. Kojima. S (2001) Trends in Glycoscience and Glycotechnology 13 
"319-329'. http://www.gak.co.jp/TIGG/71PDF/yamazaki.pdf) o Ltz-^'^oX. 5»laK^ 
k^eS<^#'a#'^'5:J^^*^^L/cU^V-Atlov^T<7)il^&i:^^I*lM (in viv 

o) mm^^ibfzi^^&^^j^m^ii. ;ifitx-^m^'C'^^^(Dmmi)mw^i^^nmmm'c 

[0 0 0 7] 

m^u^j: ifit-^mi,zyi^m^x^^^Mx^^mim<^^hm'if^mMM^^®^^'tztbmm»m^ 

j)y^y~A<Dm^ii^&^^t^<^^^^ (Lehr. C.-M. (2000) J. Controlled Release 65, 

19-29) o L;o-L'fe75«'b. :Lfiho)^}if>vtL-cmmimy'^tzmmmmm^')^y'- 

«U v^-Se^t^ h (t; Kn^V^^^V) T ^ ^ ^ ^ y-A^^^>i^^'^^'^^^^^ 

t-hmiiii-zmmizi^ ^w^fitzv^y-'i^'^^^'c. «tii**u -✓^-seK^^tx 

[0 0 0 91 

[#^#l1=:ft:i)c 1 1 Yamazaki. N., Kojima. S. , Bovin. N.V., Andre. S., Gabius, S. 

and Gabius. H.-J. (2000) Adv. Drug Delivery Rev. 43. 225-244. 

Yamazaki, N. , Jigami. Y. . Gabius, H.-J.. Kojima. S (2001) Tr 
ends in Glycoscience and Glycotechnology 13, 319-329. 

l$¥^WX^3] Forssen. E. and Willis. M. (1998) Adv. Drug Delivery Rev. 29 
. 249-271. ■ 
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m^VfxmA] nmmm • mm%mimd). ^b^dds 'mmmm'y:^7-^^ 15 

l#^#tft:iR5l DeFrees, S.A.. Phillips, L., Guo, L. and Zalipsky. S. (1996; 
J. Am. Chem. Soc. 118. 6101-6104. 

[f¥^^X^S] Spevak. W.. Foxall, C. Charych, D.H., Dasqupta, F. and Nagy 
, J.O. (1996) J. Med. Chem. 39, 1018-1020. 

IfmffXWt 7 ] Stahn. R. , Schaf er. H. , Kemchen, F. and Schreiber, J. (1998 
) Glycobiology 8. 311-319. 

l^^WXUS] Yamazaki. N. , Jigami. Y. . Gabius. H.-J., Kojima, S (2001) Tr 
ends in Glycoscience and Glycotechnology 13, 319-329. 

9 ] Uhr, C.-M. (2000) J. Controlled Release 65, 19-29 

lo 0 1 01 
I 0 0 1 1 1 

[0 0 12] 

^^m^hit^ ^hiz:i(DXo izLxmhfifzv 7i?y-M.immzmB<7yf^^i,zm^^^ 

10 0 131 

-r^:t?*>. J^JLT^^Ll ]~C5 0]t'#^ ^)<^tr*So 

[ 1 ] mm.if u V - A mi^^g-^ ^iLx\^^^ mmm 'j v - a . 

[2] u >^°v-Ao#M®*^ •7*;^7Tf-v;v="J >^ (•^;i/Jto~70%) . 
y-r^lf)V:^9 J -J\^r<y^ (^;vjt0~30%) , y r f-vy^M.. m^TA^^ 

0-30%) > ify<f')y>r^yVm. HJIiKa^ 7 * 7> 7 r -^v-'^ViS^'; -t a -;w«:j3 J; 7 
^ yzf^:z.^)ymi)-h^Ji^mi)-hm^^fy'^lmXAL(0^n (^;l'JfcO~40%) . tjihXf 

\,znv7.7-'o-)\^m (^;vji:o~7o%) ^"kts. i\'\<Dmm.w)-^-y-'^> 

[3] ;!fv^v^->K«. JBI0®«. y^7.y7i-V)Vir^)^u-}vm. y.y^y^^:y^ 

- A Mi-Cft-^ L9-7h«r?^fiS;L-CV^^[2] (Di^M^liii U ^ V - A , 

[4] ig|«ft«^®«^<J:tF^S**ft«J«l^tt-Cig-g-$ttt:v»*. [l]*>P>[3]OV^i'n*-<^)3^ 

[5] 'J 7Hy-A<^2p±^)K#36«30~500nm-C**. [ 1 ]:6*P> [4]<^V^-f 

jj^ 2^ 

[6] '/^V-A<?5^i^t5[#*«50~350nm-e**. [ 5]<^«l«Ii^fii|iU ^V- A, 
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[8] U jJ?V-A<O¥i^-b*-^m^**-40~0mV-C*S. [ 7 ] cOjIIH^fli U '"H V - A . 
[9] U 'KV-AO^i6)-b*-^m^7&«-30 — lOmVtr^;?). [ 8 3 <^J^II'(^liS V ^i^ V - ^ 

[1 1] v >5&-®es**^'»^*5^se«-c$)S[i o]<^3^ii^tiU'3^v-A, 

[13] V hjfiL^tr^i'-r^ :/iyt{±'>>'jflL?tT;vr^ >X'^^li i]<^ 

[1 4] U >*-^e®35*'J^V-A^B±lC?i^^$tLTV^^:#'>^^';^-> iSfltR . 

h^j::hm-li>mn^i^^'J^^^J:< ti> l®OJl«)i-^*S7 7 h±tw^'^LTV^*[l];6>ib 
[1 3]OV>-f tL/&^<?)^^^tfiiV ^y-A, 

[15] 'j;3^v-Ami3J:t>Vt^t4'J>*-MaK**^7K14'fb^*LTv>;&. [ll^-^bC 
[16] ^Tlcmb-^ii^i- i ^TK.ti'fb^ tL, i^^TKtt^k'^tJ**, ( i ) 

X-Rl(R20H)n ^ (1) 

[17] ^Tlctt'fb'^i^ i <? iiTKte'fk ^ tL. M7K1±'^b'^%*^ ( 2 ) 

H2N-R3-(R40H)n ^ (2) 

-Cm^fi^il 5]<^*ilI'l^«tiV *°V-AT'*or, R3{±. Cl:*-ibC40<^ii:«It/^{±^5-M 

L> HaNfi V ^-K V - A Jit® t {± u > - se K t t immm (o^m^m 
[18] m^^iiit^m I' J: >5 ^Ttctt-fk ^ fi. mm.^m\:^mi)K -b^ ( a ) 

H2N-R5(0H)n ^ (3) 

[1 9] y j^y-AMis iU^/^TtliU >*-SfigtrT5 ^T;v=i-;V'0=£rM'^$-^^ 
i^iirj; 19 'J'i^y-Am;feJ;Of/S/i(±U >*-^e®>&*^7lctt^k$tLXV^^, [1 5]<73 

ll^l^feU'J^y-A. 

[2 0] ';^y-Am*5J:i>vtyJ:«U (fc KD^v;><^;v) 

0 V'i^y-Ami5J:yf/t:fe{4'; >'*-Se®**^7icmb$tT-t:v>-&. [l 9] 

[2 1] ';*•y-A^;^-&Lfc^l0<^#S'^M7&^ u ^^-SfiS^rfflv^^^-g-ti, 

y- A I3g[^^ 19 1 - 30000-10 -e^> 19. »; >'*-®e®=S:l9<'^*v^*i'^f*> U^KV-Al 
«i^^i9S]i;i~500oooii-e^^. [i]75^ib[2 o]<^v^-fti.^^<^WW^v 5j^y-A. 

[2 2] ^)^'y-j^i,z^^Lfzmm<D^^^'^-^^^ u^j^y-Ai-fs-^^-^^gesi^i^- 
^ 191-6 oii-cab*> [i];&>^[2 ii<D\^^-fM^<Dmm^M') Ji^'y-A, 

[2 3] V.i^y-A7&«{&lf?RJDlM*^i-*^><^)-e**[l]**e>[2 2]OV»-fit:d-Oi6l^ 

ffiiEilf 2004-3078861 



mm. 2004-093872 



5/ 



[2 4] jflL'^'> ffBi^ nm. /hm. 'C-ffii> mn^. ™> 

[2 5] ^'V-Amt'S^-^^^^-CV^^ ^)<^-C*oT. T;V7t1.2-^> 

y tf:i--7.-j^#I. T;u7Ti.3v>y if:*--7.-«|II. T;v7ri.4-v>y 

il. t')::f-7yy-:^3^mm. U =f v > y - 4 b ^f-rvy-^?. 

fi:h. [l]/6^e)[2 4](^v^-rtLy&^<^$iS^i^|f|iU4^°v-A, 

[2 6] [l]:6*'b[2 5]OV^-ftL^^<^V'i?V-Air2^^J^yj:fi^^S^'Sr$rAL)tU ^V- 

mmm. mm.^mmm. m^m-smmm. *;v^>mfflm?HJ. • ^m^mmn. ^ 

y ' ^^ij ^ y^^i^ifii^. siRNA, miRNA. smRNA. T>'f--t>;?. ODN^DNA^fc i:''<^itfe 
V — A^^J^ 

[2 8] jgP4g#fflS!i^Jt?*^. [2 6]*:tt4[2 7]0';5J^V-AS^^J. 
[2 9] Wmn^^mmiX-^^. [2 6]f /c{4[2 7]0';^V-AWJ. 
[30] ^^j7&«®iKffl^^J t?* ^ ^ [ 2 7 ] <^ U *° V - A WJ ^-^tf i/L^S^J> 
[3 1] ^□^#ffltn:«JT'*;5>. [3 0]<7)*Il^S^J. 

[3 2] ^^mau^-mi^mM-^^^. 13 o'\<DmmM> 

[3 3] 'J JJ^V-A<^«^JIt®>&s. 7 :*-^7Tf->';vn V (-tPVJtO -70%) ^ 7* 
^^^T^y^vj^-^^-^VT^ (^;vjt0~30%) . y ^7.yr^i^ymm. SiIT;v 

Jt0~30%) , :ffy^'}^'y}'m. mmnm> y*:^yT^^Jj\^^')'^^-}^misxr/:x. 
7^ :/::f5 J-V >{S36><b5&^SI*>'bS«^^tL;& iaj^J.±<oJ3tK (•t;vjfc 0 -40%) > 
X/iZ=iU^r-r3-)l^m (^;VJi:0-70%) =S:'^tf> ';*°V-A, 
[34] ^ibJC, seK=^-^tf[3 3]<^V'KV-A, 

[3 5] V.i^V-A^T&s^^S^^c^^Tlctt'fb'a-^^t^J; •j^7jc14'fk$tLt:v^-S, [3 3]t^{4 

[3 4]<^u 'i*y-A, 

[3 6] ^^eo^TKti'fk'^ife**^!'"* < i^'J> lo<^OH^^^*■t*'^k^i?-C^>^^ [3 5]0 

[37] ^7Kmb-^!^7&^ ( 1 ) 

X-Rl(R20H)n ^ (l) 
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[38] m.ii^mt^mi)K -m^ ( 2 ) 

[3 9] m7|cti<b'^«fe7&». (3) 

H2N-R5(0H)n ^ (3) .^^ ^ ^ 

tt'fb^tL-cv^^, [3 5]o';*°v-A. 

[4 1] U^V-Amt; Kn^vp<-^;v) t^/j^^>> h 'J ;^ (Vi Fn^v 

TKtt'fb^ tLT ^ . [ 4 0 ] <^ U V - A , 

[4 2] [3 3]56^'b[4 1 ]OV^-f tL;&*<^ U ^ V - A iCljS^J* /c(iitfe^^r^A t/c U * V 

[4 3] i^J3&^ T;w^;Wb^gLa^j. -ft^^ini^j. mm^^mmm. ifim^u^mn. 
mmm. m^^^m. mirn'Mmmn. *;v^^mfflm^J. mM^-^M^mmm. fv 
MM. mmm. nm]SLmm<D^t^^mmmMttziimn. mm. m&m^i^<iim^mo 

^^^^y '§tm-W^W. s iRNA. m iRNA> smRNA. T ^ -b > ODN-^DNA^ it^ 
^t^S^Mmo^KmSi^J. Wi!115^mH^. ^#EII*-<b'5:;S>P*-P>®K$tL*[4 2]OU^ 

[4 4] ^PS^fflM^PJT'*;?,. [4 2]*/«:(±[4 3]OU^V-Am^J. 

[4 5] nmU^^-mm\X-h^. [4 2]^y::ti[4 3]<^V:^V-Am^j. 

[4 6] il^J:6*M5Kfflm^i'J-C*)*> [4 3]<^V'J?V-Ai4^J«:-g-tpgt^?PJ^ 

[4 7] J^Ptg#ffi^^®3^J-C*^. [4 6]om^S^J^ 

[4 8] imu^^-mmm]-^^^^ u%'\(oi^mMc 

10 0 14] 
[0 0 15] 
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tc^o'<^¥<^^v^^@mi^«:til^*i^"t*afi^^ai^ (^"f^ ^fl®- 8*''®- ^^^''^^ 

'C^flia> ijsii^. wm. mm. m^. i^m. #> #m> ^sa^. i^^a^. u y^-^m ^ 

10 0 1 61 

tt£5^<^ U V - A 'ffiffl ^^J ti .^^ e> tL^: v>St X'S-^ pl 'fc 'fe <^ -C* * * ^ 

.ST-®^6*i'&^><^>-c*;5.o ^ioK. m'^mu^MTJ'iz^mm.m (ifiif> fffK> b*m> 

/hJli> 'C^IIiS^ JK*))tt, W> ^P^^ »^ . ^U. BS. ^Sm^. V 

[0 0 171 

* ^Mi- * ^ * <^ft^<^Ml 
[0 0 181 

[0 0 191 

V-AX^^o 2|s:|&0^i;:fc3V^T. J^fi^j^tl^tti: t4^#f*Ii::*S-^ b/c ^: ^ lC#^c7)Mi^^^ 

'ntfzitmm<DmBM^^<7)mmumzs^m&3KmmL^n^tfm^^s^^^ ttz 

[0 0 2 01 

U'^^M-r^o :^§tm(D^}y^y-Msit. gll~12. 23~26^J:t>*3 2~3 SKti^^ 

10 0 2 11 _ 
[0 0 2 21 

m^U<Dsk^\^&mmz§^mir ^E-'ti^^^y. P-t v ^ f - > t d i(li^o«Bfl&M± 

, ?-^u^^>m^^mLx\^^^umi^&'^5i!^'^^^'^^^^'^^^^^^'^'^^- '^'^^ 

h mmU^ii XZf^<Dmm izW:n-^ ;b^<^t^khfL^o J£tJ: t fz U .-K v - a jsms^fi 
:feJ:t;f-f-O^HO#ffiafl&tcfl5l«9iittL (endocytosis) , m^^Xp^^VX\f^^mM^ 

mwES^2 004-3078861 



#M2 004-093872 



^-i^: 8/ 



[0 0 2 3] 

E-tVi^f->, ?-^Ui^^>mtit. DC-SIGN, DC-SGNR, 3^ 

M^-f T'W^-?"^, 55r^^^:':^j ift^^ao Vi^^^ (ffiaiMfSfe^e®) =S:V^do ^ 

[0 0 2 41 _ 

«7t^=^^1-o JilT. , 6'-vT';;V7i5' Y-7.^mm (1112 4) , 3'-vTU;l/7 

i^h-9-5:^«im (112 5) *3J:W->'T'; Ji'^^ (026) 7&«Wbtt, 

Slfi«i*iiSi14V'i^v-Afc Lt:r;v7Ti.2-v>>' if:^-;^=:*|§I (mi) , T;V7ri.3-v 

>y (112) > T;V7Tl,4-r>y lf:t->^— ilill (113) ,J';V7Tl,6 

v>y If zi^il (114) . T;v-7Ti.3T;v7Ti,6v>y (US 

) , =f-7>y-7.3 5B:i^$I (116) > t')::f-^yJ-7.Ah-^mm. (117) , V =1" 

5-t:«l«ft (08) , =f7>^-:^6y\^^ (09) , ^rv^y-;^ 7 
(010) . ^ U > y 8 (011) . ^ i; =f-r / -7. 9 +-^11 

(012) , )\^^ y^mEMm. (03 3) s '>TU;v;v^^XME!®iI (0 3 4) . ^i^h 
(03 5) , 2' -73v;i/9i^ h-;^=*l#I (0 3 6) , y73i/;i':7i^ 
7.mm%%. (0 3 7) . 3-"7 3V;V7i5^ >~;^=ll^ (0 3 8) *«WbtL*o 
[0 0 2 51 

*y?.7Tf-v^;wj^^'^-;^75 ^^iiLTli. -y^ U>5. h'f ;^7*7.77^v;^J^^y- 
;^T5>> Vf^i\^\\-^^^y it7.yy'f-vr\^3-9 J -r^TXy. vt^tt^^ f^y 

r^i;}]^^.^ y-)V7xymi^. y *:^yr^'yymmi>L<iim%7^'^}i''} ym^m 

T.r-TU'i )\^y ity^yr^l^ym.. y't^)^')ym.^iiK ify iT^) ir^y YmtX^Xit. if 
yir^)7t=yVGU.\. ifycr')^'yYG'Dlz. ify^')-^=yYGT\\i^ffi. *IJ!t®^ 

r^K. i^n.-Kv' K^jJ^ 7 ;j-7.7 r -bn-;vili: LTtJ, v^5U7.h-r;v7 

;j-77 rf-v-'i'^^U -Irn-;^, h ;w 7 * 7. 7 r f-y ;V:5^y -t n v^xT 

n^;V7*7.7rf-v?;v^^U-tn-;i/W$f* Lv>o i<^9*>> 7 =j-7.7 r ^i^v^^^) 

[0 0 2 61 

tblEi^ 2004-3078861 



#® 2004-093872 



9/ 



ibO~70%) . i^y^v rf-Vi^^^ J -y^y^^W^ (^;i/JtO~30%) . y-^Ts-pr^ 

0-40%) > 'fc^trtcn v>5.rn-;Hg (^;i/Jt 0 -70%) Sr-g-tf *><7)*«^tf 'btL;2>o U 
[0 0 2 7] 

10 0 2 8] 

{i 7 * 7 r ^ V ;w U -fe n - ;vS<^@B>^{i V ^ * -® Q K<^*S'&§Bt£ UT-jX-^O ^> (D 
•C'**o ?y>^^U:^'>hm «ifltM«> 7*>^7r^y;ViJ^V-bn-;V^. ;^7'f 

^^-fb^tt^So i-'5:*>*)> :*:|&?g<^U jKV-AJA. U >'*-Se®«:^'^$-^*^^«^><^*' 

[0 0 2 9] 
10 0 3 0] 

< i: ^> 2O(7>0H^^>ri-'5^^i=-<^^7K14'fl:^«l^**^lf <b*tSo iOJ: ^ ^^TKIii'fb^^ 

Kni^'>yntr;v) T^y^^v. hU-^^ (li Ka^'>^ ^;v) T^^:^ayN->. > u x 
(^1 Kn:3^->a:.^;i/) T^yT/n/N-'/. h V (t KD^->7'n e;i') T5/:/n^N->^ 
75«^tf (btL-2,c -e^Ox-Jf. u Ji^v-Am(^l&S7*y^7 7f-i^>'V^^'^-''^T5 :^±tc^« 
m^TyzmUMtV^):^ (t Knc;|ri/>^;i/) r 5 y ^ ^ >i: ^rfflv^TU ^V-A^M^:^ 
Tlclt'fk-r^o STKtt'fk'^Jfe*^)-®***. TIB^ (1).^(2).^(3) m-^m^fi^ 

X-Rl(R20H)n ^ (1) 

H2N-R3-(R40H)n ^ (2) 
H2N-R5(0H)n • ^ (3) 

mSE# 2004-3078861 



S^m 2004-093872 



^-i^ : 10/ 



[0 0 3 11 

. cm. NH. NH2> CHO> Sm-b^mtifhti^o ntiS^^*7I^-to 

10 0 3 21 

10 0 3 31 

TU5i^V-A=^f^^-r^:&i* (4#Pi2000-302685-^) ^<Dl3m'S:Um-r ^ ^ tiz X i> 
10 0 3 41 

10 0 3 51 
[0 0 3 61 

tfz. :^^mizx^^)yi^y~j^\mm:^immmzi$^^^x^^m^:^'^^^m.^. ^wl 

T jpjffl f ^ * iciif t L v^o 
[0 0 3 71 

3,3'--:^f-:^-e;i^X;V7*;^^'>-5f-*^l'7'nk?:t^- Jif-VV^^U 

;w>^i^'>^- M^<^2^ffi^m*inx.-rjg:jD$-^*-^i:t'J: y ^v-Am±<^-:^^^°>'^5 
(t Kni^v>^;v) T^^^^v^^^ ^2«^o— ilfr-TJ^-^^^t^lS^-** c: J: 
[0 0 3 81 

[0 0 3 91 

tbiE#2 004-3078861 



2004-093872 



^-i^ : 11/ 



10 0 4 01 , ^ 

(*;vjtO~70%) > yy^:^y7f-i^}^^^>'-}^T<ym (*;wJtO~30%) . y ^ :^ 

^;vjt0~40%) , t£hrf\z-=iV7s.T-'a-}}/m. (^^vJfcO -70%) «r-^tr> UsHv-A-e 
10 0 4 11 

V 'i^ V - A t tiilW^JRtt *° V - A =1: miti- ^ i: ^-"C ^ * o 
10 0 4 21 

#(7) J; 0 '5jm^(^IIM=^MKi-* i i: J: <9 . /itif^t *ll*^-^irS]-r 

^ d i!)^x ^ . =f^#<7) X 0 ■^£^^(omm^M^-r^ ztKxy). i mm(o -i^" v - a i^it 

10 0 4 3] 

L/C y^y-i^iz U -HSMis i Vytfzimm.'^^'^^^-^zl.t 1 i)^-^ Lv^o 
dtL{i. ^)yf.y~2^\z^)yij-mi^'^^Xlf/ttz\mm^^'^^^^^i^^-^^^ 

[0 0 4 41 
[0 0 4 51 

ibtL-So -Wlx-if^ t HliL»TJV/< (HSA) s ^i^M.mT)\^-f^y (BSA) 
[0 0 4 61 

2^l^§go';>J^V-Ati. #^#H^5et?^«9. 'J 'KV-A4r?^^L/wmi-^a®'£:^^$ 
[0 0 4 71 

tliiE#2 004-3078861 



#M 2004-093872 



^-Z^ : 12/ 



10 0 4 81 ^ 

y-Ait mm^Wz ^mt^ it^m ^ ^ v ^ iei^^7&«* >& = mmm^^ ^^-r^ t± 

[0 0 4 91 

10 0 5 01 ^ 
t-f U'-l^'V-A^ffitcgeK^r^g-^^HirSo ';>Ky-A«:. NaI04. PbCOzCC 
H3)4> aB i03m<omitmr'mmVX^ i;;KV-Am®lc^^1-;5>:*':^i/';^'>Ft: 
m^ffct <^;:v>T. NaBHsCN. N a B H4^<7)f^^4:ffiv>T. 'J V :^ -SS® V V 

fflSE# 2004-3078861 



#M 2004-093872 



^-Z^ : 13/ 



;&«IS<^3g7G*i^*> NH4HCO3, NH2COONH4^<^T>^-'^'^^=£:ffl^j5^'>' 

;VT5 y'fb^tL/^*!®^:^:^'^^-'^^ Ull-l 2. 2 3 - 2 6 i3J;tF3 3-3 8^^7J^$^^ 
[0 0 5 61 

2ic5I^OV^V-A, jei^^^'^U'J^V-Ac^spjfejii^ti, 30~500nm. SftL<li50 
~350nin-C*^o ^iz. <^ U V - A (i . :fti;i^mLTV^S i i:^^^ Lv^o 

:^^m(0')^v-j^mM<D^^'if-'S^m.mt. ^m-k^^^^^^^^'^^ 37t:-c. -50 

-lOmV. UtL< {±-40~0mV. ^hKlS-tV< «-30 — lOmVC^^o 
10 0 5 7] 

SfiKl^^^') 1 ~60'^®^ m-t\^<iil ~40i@. L< {±1 ~20<at?$>;5>o t 

^ y}^.y'-J.lf&^m^it. V>*-Se@*fflv>2,:^>g-(±. 1~300001@. l< 
li 1 -20000-11, $ h KUt L < l± 1 -lOOOOli. ab^v Mil 00- 3000010. UtV< (ilOO 
-2000010, ^ h t < iilOO-lOOOOli, vMi500-300001®. $ L < {±500-20 

OOO-fi, :?ibic$ft L< t±500-l00001®-C*>S.o 'J -Se«^rffiv^3fcv^:lf'^{±. U sJ^ 
V - A 1 "0 1-50000011. fiFt U < t± 1 -30000011, $ <b I'Sf t U < t± 1 -100 

OOOHm JiO««[ S: * c: i: § S o 

10 0 5 91 , ^ * , 

:^jOi|#14=&#-tir«Fo 'J ^ V - A =S:'f^Si-t t **t?§ ^ o 

o 

«9JflL4', WM, ll^Bi, lit, fla> ^Wli^ 'C^BS- JI^B^- ^J^^ ™^ ^'^^ '^^ 

;2,IE11 3,16,17,18,2 li3j:U^2 2 7&-*^-r i ^ t^:, T;V7 t1.2'7>/ f:^- 
7 71 6-7>'>'^^-^=l*i^- T;V7 7l.3T;V7 7l,6-v>'y h U 
=f'7>'y-;^6Ai^M, ^'J =^'v>y-7.7:^J»m, ^'J =J'-7:^^-;^8+MiI:feJ:t^^ 

J;tf/h^-^Ojtl6]147&«l^V>o t/;, Ell 4 755^-r«t^l*, TJV-7 7l,2'T>'y 

ffiiE# 2004-3078861 



#M 2004-09387 2 



^-i^: 14/ 



7)vyTi,Z-^>y\^^-:^~mms T;V7 r l,3T;l'7rl,6-^>y h U :t - ;^ riltaS «r 
j^^L/w'J'i^v-AtiS^lli--<Dtgfp]t47&5ltJv>o ttz. [Ell 9 7i*^-r id l'T;V7r 1.2-v- 

[0 0 6 2] 
[0 0 6 3] 

OiftET (1)50^ g. 2)200;/ g> 3)lmg) t^^g-g-^L*^ ^ 1 i «9 tro/c <?)-r'*;|)o CI 
n^iZXfUf. 6'-vT';;V9^' 6'-vTV;V7i5' h-ij-^ i^il 

^ C i: Tti^'^m t * o 
[0 0 6 4] 

U *° V - A 76«iiJii L , -e- omi^ ^ /c fi#t <^/fflJ3t t:: U ^ v - a vS^^ * tt. 
[0 0 6 5] 

Vy^y-M.K^nb^mm^^i^'f-^'it^'&tLXii. itii:lFx^mmmk. RNA> siRNA^ 
[0 0 6 6] 

mu. mm. m&^^\^<^t^^m<otztb(o^mmn. njtjfes^^^^y. ^^nmn. 

^^^^^^^ y^jiW. trb-^-^ ViJ^y ■ ^=^fs^ y^'^^W^. sIRNA^ miRNA> smRNA 
[0 0 6 7] 

tiJSE#2 004-3078861 



S^m 2004-093872 



^-i^: 15/ 



[0 0 6 8] 

y^SS i^ffl v> -& c: 1 75*-C i o 
10 0 6 91 

[0 0 7 01 

X.fzifoX^ ?&#^;5)VMiMt''e^t^ S^^Jab^v^{±afe^^ 

ffl <^^M<b^ =Sr S tL ^> <^ X- * -5) o 
(0 0 7 1 1 

[0 0 7 21 

5*^l&ig<^EIIjafiK!^<^l£-^igl^«^ IS5e$tL-f. ^K. MPS-^. ^^i^l* 

tbSE# 2004-3078861 



#M 2004-093872 



^~z^ : 16/ 



10 0 7 3] 

-CiV^o m^it. ^mikgM^. i;^V-AtC-g-t-e;|>^^J<7)4T'0.0001~1000mg. 
L<ti, O.OOOl-lOmg, L< ti^ 0. 0001-0. ImgT* J: v^o ^ ^lil^ U ^J^" 

[0 0 7 41 
[0 0 7 5] 

1 1 

[0 0 7 61 

U j^-V-i^{igt^<^)#-fe (Yamazaki, N.. Kodama, M. and Gab i us, H.-J. (1994) Meth 

ods Enzymol. 242. 56-65) i'^i)^ ^SiM^i- ^^m^mm^m^^xmmLtZo -T^^i^^ 

iiyif^]^^y YlLXfV^^i^ \ h-f;i/7*7.77f->^ )'^^ ^ y -)i^T ^y^^ t?-?- tt-e 
fL35 : 40 : 5 : 15 : 50<Rl^0^tMtlf445. 6mglC 3 - Jlyf^i- h U A ^:46. 9iiig^lJD L. ^ 

:^$Hi:^iiiirj;oTstsm^#/io m h fitzmnm^TAPsmmm. (pH8.4) smucj®?^ 

, 0^?gi^!!LSLT. mm^^^'^^l'BmWi^ntZo ^•t;V}l^m«:PM10m (Amicon 

Co., USA) t?Bsmmmpn 7.2)t:m\'^fzm^mMKi!>>im-''}^y-^ i^-i^^mooTm 
immm 2 1 

[0 0 7 7] 

mMM 1 -CUSSl L V !K V - A ?§TeilOnil =S: XMSOOJ^ (Amicon Co. , USA) t CBSWtWWi (pH 
S.5)^m^^fzm^MMKi!)^WU<Dpl{iS.5KLfZo <kiz. ^^ft^bis(sulfosuccinimid 
yOsuberate (BSS; Pierce Co. ,USA)10ml=^tn£> 25VX2mmmW\^fZo '^-<^m^ 

Vi:BS3i:<^<fc^ife'^S:jS«r^i^L^o -eUT. U ^i^V- AT£*XM300mfcCBS^®?B[( 
pH 8.5)t?Ba^iijitw7&>tt^>:o CBSJ^®tS(pH 8. 5)linlH?t*- L/>:tris(hydroxymethy 

Daminomethane 40mg=^ V*°V-AmOmIl3jjnx.-C. 25VX2^m^W^k. 7X:x-m^n 
LTV ^V- AjlJi<^fltgiC^t'g-L7tBS3i:tris(hydroxymethyl)aminomethanet (D'it^^ 

y -;VT 5 >±tCtris(hydroxymethyl)aininomethane<^7lcS?^*^IBfi: tTTK^^TKIi'fb 

[^i&fos] 

[0 0 7 81 

i;7j^v-AmM±'^<0Vi Mfn.TST^V/":;'^ > (HSA) (D^^ 

gt#co^i£ (Yamazaki, N. , Kodama, M. and Gab i us, H.-J. (1994) Methods Enzymol. 
242, 56-65) i "9 ^ y -fV > ^BLiB^^m^^xn-ofzo ir^£t>%. C10S)^;ti2^Pi 

iTyir^):i^=/ K«:.lmlOTAPS^«ft8&(pH ZA)\z^i)-\^fi::f- ^M^'^mHi- h U -i^ A43mg«: 

aSiE# 2004-3078861 



mm 2004-093872 



^-i; : 17/ 



m.mT)Vzr^ >'(HSA)«rUnx.-C25rT?2I^Wit^*t. <^:tCPBS(pH S.Q)K2U NaBHaCN 100;/ 1 

T-HSA'SrlS'a-U/co -eLT, XM300l^tCBSj^««t(pH 8.5)t^Pl«iiS: L^^^^ HSA^^V 
.-}fy-ATi^lOinl*#/Co 
I«^J 4 ] 

[0 0 7 9] . _^ 

U ;Jfy-AmMi^^t hifiL?tT;V7'^ > (HSA) ±'v.(^)T;i'7 r 1,2^ > ^ 1i 

T;W 7 r 1. 2-7 V / e^a- - ;^ ZlMmCCalbiochem Co. .USA) 50 g^O. 25gONH4HC03 ^^is* 
Ly^:0.5ml7K?#^et^CiJ^x.^ 37'Cf3SM«#Ly^c:^. 0.45;/inW7'f ;V^--trMLTiKift 

o?i7G*^OT5 y<bS)S^^i^LrT;v7Ti.2-7>y e:t-;^-^II<^i^u ::3->;vT 

5 >-fb^!|^50^ g=^#/>:o ^i&^ni3-C-#:^c';^V-A^g[(?5-S|5^1mUl^#Stm3.3 
' -dithiobis(sulfosucciniinidyl) propionate (DTSSP; Pierce Co. ,USA)lmg«r Jnx.T25 
'Ct?2^l^, ^v>-C7X:t:— Ifem^^L, XM300mfcCBS^«T£(pH 8.5) t?K^i-Mii tr DTSSP 
d*'J>J^V-A±OHSAH^^Lfc'; ^V-Alml^#/::o ^t::, CI O U 4^ V - Af^tC±gB<^ 
T;V7Tl,2T>y lf:^-->^ZlJKiI(^^^'; n v;VT5 >'fb-^t>50;u g=S:Unx.-c. 25X:-e2B# 
^m#b.'-e-<^f^7t:-C-Bfe«^L, XM300mtPBS^=»?e[(pH 7. 2)T'Pl^iM LT U -"K V 
-Am^^-i-Vi MflL?»T;V/^ >±ODTSSPl'T;W7Tl.2-T>y tr:^-;^— «i0<^*S^«r 

ijfo^o -e-oiis*. |g|i-c^$tT.;s>T;v7Ti, 2-7^7 t*:^-7.-3^^tt; MfiL?tT;vr5 

> ij ^ V - A i: ^^^-^ L 7t *° V - A (ffl&$5; : A 2 ) 2ml (MKfi:2mg. «I:S S 4200 
//g> ^j^tSSlOOnm) >&«#ii>tt/co 
I^M^J 5 1 

loose] ,^ _^ 

,j ^-y-^l^^jg^g-t: i.jfll^tT;vy5 (HSA) i'vOTJl/^Tl.SWy 

T ;V' -7 T 1 . 3'=7 > ^ li* ^ - ^ (Calb iochem Co. , USA) 50 g * 0. 25g<^NH4HC03 ^^-h- 

\.fz^Mimmm7L. 37"CT-30raa#Lyim. 0.45//m<^7>f ettt^iLT^m 
OMtC^^S^^T^ /'fb^)S^^^LTT;V7Tl,3-7>y 1:f:t-;^-|im<75i^'J 3V';VT 
5 >>ffc'^tJ50/zg=^#f>:o ^tc. ^ife^3T'#fc'; 5i^y-AflK<75-«l5^1mHi^#^m3,3 
' -dithiobis(sulfosuccinimidyl) propionate (DTSSP; Pierce Co. .USA)lmg=S:inx.-C25 
'Ct?2^W. ^v>t:7t:T— Bi6m#L. XM300mi:CBS^=»?S[(pH 8.5)-C|5141.ii[iSLTDTSSP 
,{,*ij^V-AJiOHSAtc^>&'L/i';'^°V-Alml^#^^o C<^)'J -i^V- A?Klz±gB<^ 

T;V7rl.3vvy lf:a--y^-)K$lOi/U ni^-'l'T? ><b^»50;/ g^riD^T. 25t:-t?2^ 
«#L. -e<^m7t:-C— Bj&M#b. XM300mi:PBS^^«T8i(pH 7.2)-CPI^ii^LTU'i^V 
-Aj^ffl^-^t hiflLftT^vy^ ViODTSSPtCT^l'^Tl.Svvy tf:t-:^-$i^<^^'&=S: 

5>i:'j5}^v-Ai: Ti^ig^ i^/- 1; V - A (B&^v : A 3 ) 2ml (^flS®l:2mg. ^Sei:2 
00// g> ¥±^«l:#100nm) T&^^ibtt/co 

10 0 8 1] 

iJ^V-AMBDi^^li hJfllttT;!'':^^ > (HSA) i'^^OT^V^ T 1,4-7 e:^--;^— M 

T;W7t1 4-7>y e:*-->^-)^II(Calbiochem Co. .USA)50;u g'SrO. 25gCONH4HC03 
L/cO.SmlTlcb^^t^Sn^, 37rt?3B^«#Lfcm> 0.45A«m<^7 /^^^ — C'?iiiLT«|^ 
Oit5G*3S<^T5 ^'fbfi:j!5=S:^i^tXT;V7Tl.4-7>'y n->;VT 
5 >"fk'&%50//g*#y::o ^l^. ^MI?fl3-C#/c';^V-A?S<^-«^^lmUr^1gt^m3.3 
* -dithiobis(sulfosuccinimidyl) propionate (DTSSP; Pierce Co. .USA) lmg=Sr in x.'C25 
'C-C2^K. ^v>-C7t:t?-5fem^^L. XM30011i:CBSMTS(pH 8. 5)-ClSnit3aLTDTSSP 

ffiliE# 2004-3078861 



#^2 004-093872 



^--J : 18/ 



W^^u''?-<^m7t:T?-|feS#L. XMSOOHiiPBS^mCpH 7.2)-C|J&^l®iiLT U ^KV 
-AMM^g-^li hJflL?tT;V^5 >±ODTSSPl'T;V7Tl,4Tyy 

tro/co '?-<o^*. E]3t?^$^^^T;^•7Tl.4■7>ylf^-;^-^iItti^Jfil?t7;^^ 
^yt^}yf^y-^t ^^^^ L 7t U V - A : A 4 ) 2ml («g:lltSS2mg. ^^642 

I^i&f?fl7l 

[0 0 8 21 _ 

,j ,-}^y„i,j^p^^vi |.jflL^tT;v7'^ >' (HSA) ±-\<^T;i/7Ti.6-^>y tr:^-:^— i» 

■7;V7Tl 6-7>y tr:^--J^-«liI(Calbiochem Co. .USA)50;/ g^0.25g(7>NH4HC03 ^r^^i** 
' -dithiobis(sulfosuccinimidyl) propionate (DTSSP; Pierce Co. .USA) lnigSr1]nx.T25 

vx'2}^m. m^^x7V-c-mmwh. msoomtcBs^mmm s.5)x-m^m.MLXd'iss? 

75?';7Kv-A±oHSAic^'^L/c';*°v--^imi*#/io 'AK. r<^y JJ^V- AT^tC±ia<^ 
t;v7ti 6T>'y e:t-7.z:$iil<^i5^'; =1 v;vt5 >'fk'^Ji^50//g^:Unx.T. 25'C-e2i^ 

F^^# L.' -?-om7r -C-lftm^^ XMSOOm tPBS^«fS(pH 7. 2) -CRgnM LTV V 

5 > i: 'J 'i^°y - Ti^^-^ L/C V '1^° V - A (B&^S; : A 6 ) 2ml (^J3ifRfi:2mg. «&v^fi»2 
00// g^ ¥*^*iSlOOnm) ;6«#^tL;to 

[Hisses] 

10 0 8 31 . . 

'J.-KV-AmM^-^Vi MfiLTtT;V/5> (HSA) ±-v<^T;V7rl.3T;V7Tl.6W/ 

T;P7t1 3T;^7Tl,6-ry>' f i; :^-.^=||||(Calbiochem Co..USA)50;/g=Sr0.25g<7) 

NH4HC03=^^'>O^Lfc0.5ml7KMl']&nx.. 37t:-e3H F«#L/if^. 0.45/. mO 7 ^ -T 
MLT||^<^jl7C*iSOT5y>fkEJS^^^LTT;i-7Tl,3T;V-7rl.6'7>y b VJ- 

ffy^^^lmUZ^^^MZ.S' -dithiobis(sulfosuccinimidyl) propionate (DTSSP; Pier 
ce Co..USA)lmg=^Snx.T25t:T-2B#K. i!v>T7t:-e-B^fem^L> XM300m t CBSJ^^IfiE (pH 
8 5)-t?I5S^ii3tL'CDTSSP36«U 5^°y-A±(7)HSAir^'&Ly;:V 'J^°V-Alml=Sr#/io -i^l-^ 

i<7)';5}^y-AT£ic±ia(^T;v7Ti.3T;v7Ti.6-7>'y > u ;r-J^=^II«0i5^v 3~>jv 

T^V'fk-a-i^SO/ig^inx.-C. 25'CT'2^H^#L> 'e(^m7'C-e-l!fe^l^L, XM300mi:PB 

smmmiv^ 7.2)x-^^m.MLxv yf^y-^mmm^y^ hikmT)i^y^ >±codtsspi't;v 

j^>^L/wU*°y-A (B&j^. :A3 6) 2ml (ii:Jit®l:2mg. «&®&S200/ug, ¥^^©#100 
nm) 75«#fjtt/co 

immm 9 1 

[0 0 8 41 

y -A^-mm^ t b jfiLTt T y 5 > (HSA) ±^<7) ^v=fT>y-;^3 smmo^ 

:tV =r-7>y->^3S*l0(Calbiochem Co. .USA)50/z g=£:0. 25gONH4HC03 Lt^O. 5 

mlTK^tSt^inx.. Z7X:X3B mmWLti^^. 0A5fim(Dy ^ )\y$^'-xmi^LXmm<^m7GM 
^<DT^y ^tKfB ?r^^ L T U =f > / - 7. 3 m.mm<0 ^ U n v ;v T 5 y^t^mSO g 
«r#/Co •i^'Ct-^ ||iS'E?iJ3-c#/wUsKy-A?g[<^— «|5^3'lmU'5g=IStfc^3.3' -dithiobisCsul 
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^-V : 19/ 



fosuccinimidyl) propionate (DTSSP: Pierce Co. .USA)lmg«rtnx.T25t:-C2^Kx Mv> 

x7x:x—'mmwL. msoomtcBsmmmivAi 8.5)-ei5i^ti[3iLTDTssp**';^v-A±o 

Hfem#U XM300mtPBS^®T£(pH 7.2)T'|Ja^itaiiLTU'J^V-Amffi*g'&ll MMT^W 

:r^>±<^DTSSPtc^ua'-7>y->!>3EM(^*&^^lTo/co -e-o^^x ig6-^7K$tt 

(R&li; : M a n 3 ) 2ml («&IS®fi2ing, i6&S6 1:200// ^pjdjJ^^lOOnm) *«#^tL/io 
I«^J 101 
[0 0 8 5] 

^-ryy ~y^4h :^mm. (Calbiochem Co. . USA) SOfzg^O. 25g<^NH4HC03 ^^i)- L fzO 
.5ml7KWt^in£x 37t:T-3B^^^^t7tm> 0.45;/m(7)7 ;Vi5'--CML-C«liI<^7l7n 

7 ? ^ 'fbRiD =^^IS L T :t U =rv > y - 4 b v ^ ;v r 5 >i\:^m50 

A£g«r#/io -J^ClC, ||life|?|I3-C#/ci; sHV-A^O— «B^lmH^^M^^3,3' -dithiobis( 
sulfosuccinimidyl) propionate (DTSSP; Pierce Co. .USA) lmg^*nx.T25t:T-2BtF^. M 

■C-BfeSi^^L. XM300mtPBS^«(pH 7.2)X^^m.mLX y^V - ^BM^^^ Mfll* 
TJVr^ >±ODTSSPlC:tU r3'v>y-X4 by^si»iI<7)i^'^^^f<'^-o 'e-<D^:i:, H 7 t? 
^$:K*:tV=fv>y-;^4 bT^i^lIiltl hJflL?tT;V^5 > t U V - A i: T^^'^-g- L7t U 
>J^°y-A (B&fS; : Ma n 4b) 2ml (ii:ffiHJI2mg. ^Safl:200/£gx ^:^3S#100nin) tS* 

[HM^ 1 1 1 
[0 0 8 6] 

^)^v-M.mWf^^^ MflL?»T;vy5 y (HSA) ±-^<^):^U =r-7 > y -j^ 5 -b«i«l<^^ 

rr-r>y-><> 5 -fc^m (Calbiochem Co. .USA)50/u g^O. 25gONH4HC03 ^r?§:6- U/iO. 5 
ml7K?tTetlctnx.. 37'C-tr3BF^iH$b7tf^. 0A5/um(Dy ^ )V 3^ -Xl&MLXmm<^M7€M 
^(DT5..y ^^mLXt')::f-ryy-:^5 ^mm<0 U 3 ;v T 5 > ^t^m50 fi g 

=S:»/>:o ^t^, |IMIfB3-eW^';*-y-At0t«7)-S15^1mHw^^ttll3,3' -dithiobis(sul 
fosuccinimidyl) propionate (DTSSP; Pierce Co. , USA) ImgSr in xT25t:-e2^W. 
•C7*C-e-M*^L. XM300mi:CBS^W(pH 8. 5) T-p^M UTDTSSP^-'U ^KV - A_LO 
HSAtl*S^t/iU'^°V-Alml^#yt:o -^i^l^. i<Z) U J^'y- A?eLtC±|e<^:^ V =r-^>>' 
5-b$llftOiJ^V='-/;VT5^>(b'^W//g«rJnx.T. 25'C-C2B#F^ai^U. •€-<^^7'C-e- 
?Jfeafl^U XM300mi:PBSjg«ff£(pH 7.2)-Cl?a^MLT 'J -i^y- AmS^^li hlfiLftT;v 
>±ODTSSPlC;i-U ^r-ryy-^?. 5-t:3»m<^i^^*=fTo7'^o '?-<?)^:i:. las-CT^^tL 

(B&IS; : Ma n 5) 2ml («g^«fi2mg> il&ge*200;z g. ^J^i^lSlOOnm) *«#<btL/;o 

[%mm 1 2 ] 

[0 0 8 7] 

:^-iJ d'-ryy-^^ 6 A!»ll (Calbiochem Co. ,USA)50;zg«:0.25gONH4HC03 «:^:&^L^.5 
ml7K^#t8Lt::l)nx.x 37t:-tr3B TO#t/cm> 0.45/im(7)y J^^^-tr^iiL-CM^cOilTn* 

^#/Co ^t'x ^iS^3T-#fcU'J^y--^fl£0— ^^lmHw^Mtt^3,3' -dithiobis(sul 
fosuccinimidyl) propionate (DTSSP; Pierce Co. .USA)lmg'SrJ)nx.T25X:-e2^W, 
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S^m 2004-093872 



^-v^ : 20/ 



L . xMsoom t v^smmw. (ph 7. 2) T-^^is^i t t v -i^ v - a i^® ^^a- Mfott r 

(B&fj; : Ma n 6) 2ml (i^Jlt®S2ing, «g:Sei:200// g> ¥*llfe@100nm) ii^^f^f^o 

\mkm 1 3 1 

10 0 8 8] 

tif-rvy-;^ 7%ieilft(Calbiochem Co. ,USA)50// g«:0. 25g<^NH4HC03 =Sr^*^ L/^^. 5 
mlTRMlwjjnx.. 37t:T-3BTO^t/it^. 0. 45// m0 7 ;V LT:$|IIOil7C5|5 

«<7) T 5 y 'ft^iS L r :f V =fv > y - ;^ 7 %*m<^ u n '>;^ T 5 ^'Tb-^'^so // g 

=^#^Co ^WJ3-C^#/^UjJ?V-A^<^-SB^lmUc5g1tKll3,3' -dithiobis(sul 

fosuccinimidyl) propionate (DTSSP; Pierce Co. .USA) ling's: tnx.T25lCT'2^F^. igv^ 
-C7t:-C-B^fe«^|JL. XM300MtCBS«fet(pH 8.5)-epmtiiiLTDTSSP*-'U'3^V-A±<^) 

Ilfe«#L> XM300mi:PBS^^®fS[(pH 7.2)t?IJS^iijiLT U **V- AMM^-^li MfiL?tT;l^ 

tL;s, > y 7 t \^ MflL^tr ;vy^ > v -i^ v - i^ t ^-'^-^ Lfc v *° v - 

A (B&i^. : Ma n 7) 2ml (MSm2mg. i^geg200;/g^ TO«^#100nm) ;6M#'btLfc 

"[Hi&^RIl 4] 
[0 0 8 9] 

,j,^y_i,)g^^>g.Vi l,jfQ.^T;i,y^ >' (HSA) ±--<^:*-U =i'-7>y-X8+JKiI<^^ 

:j- >; =f -7 > y - 8 +||fft(Calbiochem Co. ,USA)50/!z g«:0. 25g<75NH4HC03 ^t^tS^ b/cO. 5 
ml7|ci#f^l-Snx.s 37t:T-3B^m^$L/^^^. 0.45;im(7)7 --eMLTi^mo^TC* 
^C7)T5 y'fbR)S«r^^L-C:t'J rfv>y-;^8+i^6I<^i^''J =iv';i/T5 ^-fk-^J^SO/z g 
tW/vio -Sfetw, ^iif?y3T'#7^c'; 4^V-A?£<^-gl5:53'lmHC^:|it^^3.3' -dithiobis(sul 
fosuccinimidyl) propionate (DTSSP: Pierce Co. , USA) lmg*lrax.T25t:t?2^^, 
■C7t:-C-Bfem#L. XM300mfcCBS^^gT^(pH 8.5)T-PIjr^jta§t-CDTSSP7&«';*°V-A±0 
HSAtr^^LTt:'; 'J^V-Alml'Sr#/;o V ^J^v- Af^ir±|B<^:t 'J 

8+«iai<^i}'"'U 3v;vT5 >'fb'^%50;/g*Sn;tT. 25\:-e2^F^m# ^<7)^^7t:-c- 

Hfe«# t . XM300m t PBS^® (pH 7. 2) -ClS^tSia L T U 'i^ V - A Mffi^-g- H b JfilftT ;l' 
>±(7>iyrSSPt::^U r:^^^-;^ 8+3eilI<^^'^=£r^fo/^o -eo^g*. Ell IXi^"^ 

A (lii&$S;:Man8) 2ml (MSa2mg. 11:^61:200;/ g, ^iSjJ^^lOOnm) 3&«#ibtt/c 

"[Hk^^Ol 5] 
[0 0 9 0] 

UTj^V-AMMJ^-^t: HfiLTtT^i^y^ > (HSA) ±-vO:tU rr^^y-:^ 9+-MilO 

ij =r-r > y - 9 +— (Calbiochem Co, , USA) 50;/ g'SrO. 25g<ONH4HC03 t /cO 

.5ml7K^^e[t::Jnx.. 37'Ct?3B F«$^ Lf^^. 0.45;/m(7>7 ^ ;V^-trMaiiLTie6I<0ilX 
5^^0 T ^ y -fkRED LXir')::r-ryy-:^9 -i—mim U n V ;v 7 5 ^'>fb'^i^50 

;/g^#/v:o ^t^. ^M^3T'#/cU>i^V-A?8[<^-S15^9'lmH;^^tt^3.3' -dithiobisC 
sul fosuccinimidyl) propionate (DTSSP; Pierce Co. .USA) lmg*ijn^-C25rT?2^ra> B 
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x,.X7X:X--mmWL. XMSOOmtCBS^WCpH 8.5)-C|5iniSi§LTDTSSP:6*V*°V-i"± 
(DHSMzm^ t fz U ^y-A 1ml =S: #/co ^^Ct- , i <7) U V - A «[JC±iB<^ :t :/ y - 

tr- Bifem^$L> XM300mtPBSMT^(pH 7.2)-CRI^r|.iiiiLT'J^V- Ajgm^^t: hJfllft 
T;!/^^ >±<^DTSSPt-:i-V ^i'-^^^-^^Qi — i^ll<75^^«:troy::o 'e<^^^> 1112 

V^V-A (iil&#:Man9) 2ml (MSfi2mg. i^Safi200//g, ^i^igcSlOOnm) 
161 

10 0 9 11 X u 

i; ^y-i,j^ig^^t hJfll?tT;vy5 > (HSA) i'^OtrisChydroxymethyDaminometha 

jti^^# 1 1 T o V V - ^ II ti-r «6 . nife^?!! 3 xn fz V V - A m.^-^^ 

lmU;^^E^3,3' -dithiobis(sulfosuccinimidyl) propionate (DTSSP; Pierce Co..U 
SA)lmg^inx.r25t:-C'2^^> m^XlX:X~mm-\^. XM300mtCBS^«?&(pH 8.5)-CE& 
ni^3iLTiyrSSP*sU^V-A±OHSAiri^>g-L/iU*-V-Alml=Sr#/>:o ^^l^. ^<^'J*° 
V — Af0Lt::tris(hydroxymethyl)aminomethane(Wako Co. , Japan)13mg5rinx.T. 25'C"t?2NF 
F^m?i^t> -?-<7)t^7'C-e-B^fe»L. XM300Mi:PBS^W(pH 7.2)-epm?SiibTU'i^V 
-AHM^'&t: hJfll?tT;V/5 >±<ODTSSPl::tris(hydroxymethyl)aminomethane<^^'^* 
ffo/^o '5-<^j^:^> S3 1 -C^$tL;2>tris(hydroxymethyl)aminomethanei: 11 hlfiL?tT;v 
>'i:U'i^°V-Afc;&*^'g-L/cJt^M-t LTO'jjJ^V-A TRIS ) 2ml 

(MSfi:2mg, jg&Sei:200A*g. ¥*&*4#100nm) ^^^ibtt/io 

[HMM 1 7 1 
[0 0 9 21 

ij ^V-AMSj^-^t: hJlD.ttT;V7'§ > (HSA) Ji03^7lc1±.'fk^!!kS 

^lfe^4~l 5l-i3V>Tpm?nfcl 2a®(^«»'*S'i-L/>:U>3^°V-Al-ov^-C. ^ 

1 2 5ffi<^$l0^'^U 'i^V-A2mU;. SIJ>«rtr. tris(hydroxymethyl)aminomethane 13mg«r 
tnx.-C. 25^C-e2^tfe1^ '?-<^m7t:T— ifem^Lf;f^> XM300mi:PBSJ^®m(pH 7.2)T-PI^ 

V-Alt^# (0^5^ : A2, A3, A4. A6, A36, Man3, Man4, Man5> Man6. Man7, ManS, M 
an9) ^^2rsA^mzo 

immm i s i 

[0 0 9 31 

|li&'e?!l4~l 5:fcJ:W^^ifef^l ixmm.\^fz \ 2a<7)||«I^^U'i^V-A^>&#Oin v 
itro-Cc^W^'f-^^-^ffilifi, 'irfeCYamazaki.N. (1999) Drug Delivery System. 14, 498 
-505)t::tJev>V^f->'@5g'fkv-f ^^ny V- b =Srfflv^^c^#^^-e?|iJ^L/io 'f^£t>%. 
Ui^i->{Con A: R&D Systems Co. .USA) ^96;ri:v^ ^ n V- h ^wP^fbSU/Co ^OVi^ 

, itS<^m^J*#ttOiei0^'&U>HV-A:m-^#: (SeMl:i:L-C, 0.01//g> 0.04;/g, 
0.11/ug, 0.33;«g. l;/g) «:DPx.> 4'C-C2^ffl'f >^^-<-M^^o PBS(pH 7.2)T'3ili5fe 
^ Lf^f^^ horseradish peroxidase (HRPO)^'^:^ h V ■/ h T e v > =S:^Jn ^ i::4'C 
-eiB#K-i' b> PBS(pH 7.2)-r«31iIi5fe^t, v'^^--tf»K«r« LT^ 

ia-C^Sx 405nmOfR^S'Sr-7-f ^'nT'W- b 'J - (Molecular Devices Corp. . USA) 7? 
tMS^L/Co 7i-?-jL^ sul fo-NHS-biot in reagent (Pierce Co., USA) ^Hk 

m.^. Centricon-30(Amicon Co. .USA) J: '9 Jit®iL/^o HRPO^-^;^ h hTlfv^ti. 
HRP0om'fktNaBH3CN«rfflv^fcil%T^y'fb^tcJ:^;^ h h T v^VO^g-^tc J: «JM 

[0 0 9 41 
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0.006 


0.02 |LLg 


0.06 


0.17 pg 


0.5 HE 


A2 


0,192 


0.196 


0.192 


0.169 


0.155 


A3 


0.178 


0.178 


0.178 


0.170 


0.142 


A4 


0.192 


0.196 


0.192 


0.175 


0.153 


A6 


0.182 


0.196 


0.182 


0.169 


0.151 


A36 


0^05 


0.215 


0.205 


0,192 


0.150 


Man3 


0.201 


0.211 


0.201 


0.177 


0.144 


Man4 


0,171 


0.203 


0.171 


0.157 


0.148 


Man5 


0.215 


0.221 


0.215 


0.196 


0.164 


Man6 


0.210 


0.222 


0.210 


0.207 


0.125 


Man? 


0.213 


0.214 


0.213 


0,183 


0.137 


Man8 


0.211 


0.216 


0.211 


0.188 


0.132 


Man9 


0.208 


0.211 


0.208 


0.186 


0135 



mmn 1 9 1 

[0 0 9 51 

^u^5.>'T (Wako Pure Chemical Co. Japan) -^Mt/^lCHM^-f h V ^ -i^mm^ 

v^TpiiL/s: 1 2W.<0^^^^') *°V-A3&?/lwtris(hydroxymethyl)aininomethane^'^ 
^)^y-At^50fil -foS!J'*lCJ^-;/^^-^J^--/l'XtL, ^v^T^^^.j^^i (NEN Life S 
cience Product. Inc. USA) «:15At K ^ruy ^>mfSLilOfil jJOX-RlS^-^^o 5 

MM-^- h V 'i'AlOO;/ 1 Sax.> RJ^^iW±^^^Zo Sephadex G-50 (Phramacia Bi 

otech.Sweden) * 7 A n v hJiti^-ti. PBS X-mm. mm.i^^mWLtzo S^lC. WpW. 
^-y)^y-Am^i^^mMLXltm^ (4 X 10^ Bq/mg protein) 'Sr^HL-Cl 3««<^ 

mmm 2 0 1 

[0 0 9 6] ^ 
Ehrlich ascites tumor (EAT) (^^2X10^ 1@) ^mmdY v^;^ (7 M^) izM 

uj^Ti-mmL. ?sm^5&^o.3~o.6gtc^w (e-s sm) Lfzi>(D^:^nmz^^^fzo ^ 

(DUm-^^y^i^nM^ l 9 l,zX^^^nm^\^fz l 2a<^*IMifct>^t^tris(hydroxyinethyl)a 
minomethane^-e'V .-KV- Alt'^^0.2mlSr®a®Si: LX 3 m s/"^'^^'^ ^ ^ ^ 

60 ^m^w^^ (JiiLTSi. Jfffis^ fl*Its^ 0^ m^m.> m<^mm<^ 
^mm.m.. ')y^'^m ^mm. ^mmomi:mi:^y^*^>'S' (Aioka arc 300) xm 

mm<Dm^ /gm.m. ) xm^i^tzo ^o^^^mi 3-112 2*^7^1-0 

iMmm2 1] 

10 0 9 71 _ 

1; ;}ey-Am®^g'^E MfiLmT;vy5 ^ (HSA) ±^<D3'-'yT'} )Vy ^ h-:^^mmo 

imm^'^M*^^ * ^><^ 3 mm) 

S'-vT'J;!'^^' h— >^=*ilft (Wako Pure Chemical Co., Japan) (l)50Atg^ 2) 
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200yug> X{i> 3)lmg) =^0.25g<3ONH4HC03^^:6^L/::0.5ml7K^T8tl-Jnx.. 37*C-e3BF^^ 

b-;5^=*l0<^^^'; 3->;vT5 >^t^mOfis'^^^-o ^^^^ ^ifelfys'^fi 

y^rV .-KV-A^O— SP^lmHr|;5J^t^^3,3' -dithiobis(sulfosuccinimidyl) propionat 
e (DTSSP; Pierce Co. .USA)lmg^j!jnxT25'C-C2B#K. ^V^-C7X:t?-Bfem#b. XM300m 
hCBS^«?^(pH 8.5)-ePI^^MLTDTSSP7{»«'J :^°V-A±(DVSkK^^hfz'} ^V-AlmX 

^y^t^msoMS'tM^x. 25x:'C2mmmnL. ^(Dmx^x—BmwL. xMsoom^iPBs 

mmm^a 7.2)XU^mmLX^) ^J^y-AMBM-^t: hiMTtr^vr^ >±<7)DTSSPl^3'-i' 

-^L^U^V-A (■&#: 1)3 SL-U 2)3 SL- 2, 3)3 SL- 3) ^2ml (^fll® 
*2mgs il&^®e*200;u.g, ^*D^#100nm) f>mhtltZo 

imMi^ 2 2 1 

10 0 9 81 

U^V-AmSj^-^^ Mfil?*T;V/5> (HSA) i-^oe'-vTUJV^^ h-X~J»i|0 

mim^M-^m ^j:^i><7)3 mm) 

6' --yT ^) )Vy ^ h-y^H^fl (Wako Pure Chemical Co. .Japan) (1)50 //g. Xit. 2) 
200«g. Xti. 3)lmg) =gr0.25g<7)NH4HC03^:^3d-L/c0.5ml7|c^?£tCtjnx.. 37t:-e3Bra 

# t/c^^ 0. 45;u m<?) 7 ;w - xmMLxmm(om7m^<r> 7 ^ y 'fkis:f&=sr^*t t-ce* - 

->7U;V^^' h-;x.=)eiai<^^U =''>>'V75 y'fk'&'tJ50;ug=Sr#/>:o >!fel'> ^iS'^J 3 T'^f 

- AW.<0-'U^lmli,Z^mUM3,3' -dithiobis(sulfosuccinimidyl) propionat 
e (DTSSP: Pierce Co. .USA)ling=Srj!jflx.-C25*C-C2B#P^> ^v>-C7t:T— Bfe^fi^ XM300m 
i:CBS^W(pH 8.5)-C|5I^ii3gLTDTSSP7&«'; y^^y - A±<7>nSMZ^^LtiV ^J^V-Alml 

^>^t^m50MS'i:m^x^ 25x:x2m^mw\^. ^<o^k7x:x-m.mp^L. xM3oo^i:PBs 

j^«(pH 7.2)xm^mMLXV^sV-Amm^^^ MfiL?t7;vr5 ^±(DDTSSPIC6'-v' 

2 3-C^$tL^6'-'>7V;V'9i5' h-^Hmtli MfiLf»7;vr5 1 U -i^ V - i: 
-^L^cUj^'V-A (lil&|5-^: 1)6 SL-1> 2)6 SL- 2, 3) 6 S L - 3 ) #2ml («@ 
*:2mg. ^Sda200;ig. ¥:^®#100nm) W^ttyio 
[^M^?!I2 31 
10 0 9 91 

ij .-J.- V - A mm^^ n MflL?» 7 ;v r 5 > (HSA) ±--o3' 7 'J ;^ 9 b "ij- 5 >mm<o 

3'_v7 ij ;V9 (Wako Pure Chemical Co., Japan) (l)50//g> 2) 

200//g. 3)ling) =£r0.25gONH4HC03«:^^^L;t0.5ml7lc^?8[t::»Dx.. 37t:t?3BM^ 

i$ L^^m^ 0. 45;t/ 7 -f /!/ ^ - xmM LXmi^<^M%^^<r>T ^ ^ itKJB ^ t T3' - 
•>7^} )Vyi7 y'^^ ymB<^^^) =iv';V7 5 >'fb'&fe50//g=Sr#^>:o MMM3XW 
/cV 5}^V-AfgL<7)— |a5:^lmlH ^^1^^3.3' -dithiobis(sulfosucciniiiiidyI ) propionat 
e (DTSSP; Pierce Co. .USA) lmg=Sr UP X-T 25^-^2^ m^^XlV-^-mmWL. XM300m 
tCBSmmmvAi 8.5)-C|©^^3aLTDTSSP75«U :^V- AJiOHSAti^^L/i U *°y-iMml 
tnfzo 'Aiz^ ^v-J^i0LiiZ±m<7y3'-'iy7') }^yy^ Y'^^>m:k<D^'} ^>')i^T 

^y^t^mbOMsiUnkx. 25x:x2mm^WL. ^<D^^7x:x-m,mnL. xMsooniiPBs 
mmmipn 7.2)x^mmMLx v ^y-J^Bmm^y^ vm.mT)\^-:r<>±(ouissPK3'-i^ 

2 4-C^$tLi,3'-v7U;l'7i5' h JfiL?t7;vy5 > i: U :^V- A i:75*^ 

%Lfz')^y--^ (H&5^: 1)3 SLN-1^ 2)3 SLN-2, 3)3 SLN-3) ^2ml ( 

immn 2 41 . 
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(mmi^^^i(>m^j: * t o 3 mm) 

6'-vT 'J V^f 5^*141 (Wako Pure Chemical Co. Japan) (1)50// g. Xfi^ 2) 

200// Xfi. 3)lmg) «:0.25gONH4HC03^r^;&^L:^v:0.5ml7K^f£tCijnx.. 37X;t?3Bram 
# L/cf^> 0. 45// mO 7 ;v - -Ctiii L TiS^Oil%*^<^ T < / 'fbRfS'S:^^ L T 6' - 

'>7';;v7:}^ >'*iai<^^'J ^J^^^^T^ >'>fk'a'tJ50//g=£r#^o (^ife^s) 

'i^V-ATStO— fP^lmH-^^f^^S.S' -dithiobis(sulfosuccinimidyl ) propi 
onate (DTSSP; Pierce Co. .USA) lmg=^tJnx.T25"C-C2Bt^. m^'^riVX—mmWL. XM30 

om t cBsmmm (ph s. 5) r-iwiiii t -cdtssp** u 5J^° v - a ±oHSAi;*g'g- 1 u ^ v - a 

T^>it^mbOMg'S:tUK.X. 25VX'2mmWL. ^(DmVX-mH^nL. XMSOOM^PB 
S^iW(pH 7.2)-^PI^ML-CU'-Ky-A|R®^>^t hJflL?tT;V^^ y±<^DTSSPl-6'- 

~>7'; ;v7i5^ ymm<r>^^t'^7ofzo ^o^^. mm^^Mi-i}m^j:i> ii<^3nm(7) 

ig'g-L/cU'J^V-A (Bi&IS;: 1)6SLN-U 2)6SLN-2, 3)6SLN-3) ^2ml 
{mKM2mg. j||:Sefi200//g. ^i^mmoOim) ^mhfitio 

immm 2 5 1 
lo 1 0 1 1 

U^V-AJ^MJ^-^li MliittT;v7*5 > (HSA) JlO^TKtt'ffc^akS 

mmm2 1-2 4<7)^^irj: «)^s^tL/^#i 2a«co^ii7!i*M'a-u/3';'i^v-Atro 

^foTto 1 2ao^4I^'&U 'i^°V-A2mUC, SU^ ic, tris(hydroxymethyl)aminomethane 
13mg=Srt)nx.T. 25t:-^2B#P^> 'e<Dm7X:-^-Bfem#L/i:f^, XM300|^fcPBS^«f«t(pH 7. 2 
)-C|S^?iiiL5|cRE&t/«ri^*br. Sj^^t)-e*)^^7lctt^l:M^tt/cl 2a^<7)^§I 
^^y^j.-y-A^^'g-^: 3SL-2, 3SL-2. 3SL-3> 6SL-1. 6SL-2> 6SL-3. 3SLN-U 

3SLN-2. 3SLN-3. 6SLN-U 6SLN-2> 6SLN-3) #2ml (MKS:2ing. ^^Se»200//g> 
}g[@100nm) ^#^Co 
l^ifeM2 6] 
[0 10 2] 

^^■^2 1-2 AiBxxf^mmi e<7)^mzx^mw^vfz^i 2m<omm^^')^y- 

Alg^^Oin witToX<OU^^ym^^^ii^ 'tj*(Yamazaki,N. (1999) Drug Delivery S 
ystem. 14. 498-505)tc$fev^Vj^f->'®^'fb-7'f iJ^ayi.- h^rfflv^/iM^^-eiiiJ^L 
tzo •tfj:t>%. V^'^>(E-se lectin: R&D Systems Co. ,USA) ^96;A:-7-f i^u-fV- Ykz 

;Hb7i^i-f >0.1//gi:i:^>ic. ^jK(^^*S^a(^«|gl*t'^'J *°V- Alg-^^ (®S 
@»tLT> 0.01//gx 0.04//gx 0.11//gx 0.33//g. l//g) SrJnx.. 4t:-t:'2^ra^ 
^- h tfco PBS(pH 7.2)t?3IlIffe^U/^f^. horseradish peroxidase (HRPO)^^><> VUZf 
Y7\£z^y^:mmL. ■^(btU'CT-l^^^ PBS(pH 7.2)-e3lll^^L, 

t^i/fr-^^^^mu\.xm.Uxmm.. 405nm(7)^^JS«:-v>f ^n:^^- h U-^-(Mo 
lecular Devices Corp. .USA) -CilO^ctJto 7 3 :c^:x>f >>fl:{i> sulf 

o-NHS-biotin reagent (Pierce Co. .USA)^®!^^^. Centricon-30(Amicon Co. ,_USA) J: «9 ffi 

[0 10 3] 
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m2 













0.01 M g 


0.04 m B 


0.11 M g 


0.33 M g 


1 At g 


3SL-1 


0.154 


0.147 


0.135 


0.120 


0.097 


3SL-2 


0.149 


0.142 


0.124 


0.118 


0.098 


3SL-3 


0.214 


0.214 


0.210 


0.183 


0.167 


6SL,-1 


0.177 


0.171 


0.167 


0.160 


0.114 


6SL-2 


0.196 


0.184 


0.169 


0.160 


0.159 


6SL-3 


0.214 


0.207 


0.196 


0.192 


0.183 


3SLN1 


0.219 


0.198 


0.180 


0.164 


0.119 


3SLN-2 


0.155 


0.155 


0.151 


0.119 


0.096 


3SLN-3 


0.216 


0.198 


0.187 


0.146 


0.132 


6SLN-1 


0,257 


0.246 


0.233 


0.200 


0.151 


6SLN-2 


0.250 


0.250 


0.230 


0.199 


0.158 


6SLN-3 


0.248 


0.231 


0.227 


0.201 


0.144 



mmm 2 7 1 

[0 10 41 

^ o V 5 VT (Wako Pure Chemical Co. Japan) ^^^^l^-M^^ ^ -^itm^Sr 
-etL-r^LSmg/ml mmz5mg/ml t^j:^X^ lCffl*-ilMLTfflV^/Co mmm 2 1 ^^(-'b 2 4 
iCK^MM 1 6KXy)mU\^fzl smommf^^') 5i^V-i.i&?7l'tris(hydroxymethyl)a 
minomethane*t>^'J*-y-Ai:=Sr50//l -f ogU^ I' J^'^'^V^^-^T'i^Xtt. ^V>T125I- 
Nal (NEN Life Science Product. Inc. USA) =8:15;. U ^ruy^ ymm'S:lOM 1 inx.RE& 
^^fzo 5 ^rfcir^n^? >mmO//l *iPx.. c:o^f^=Sr2 mmMLfzm^ 
\iZmimtl.X~Wm^i- V U ^ 2^100 fx l *nx.. Rfi>5ri^ih^-«i:/io ^fcl-. Sephadex G- 
50 (Phramacia Biotech. Sweden) 5& 7 o v h_htc^-^. PBS t?^m. ^^^^ri^Siib 
/Co 0^:^g|&-U5J^V-A:^>g-#:«r?^initt:Jtf&tt (4 x 10^ Bq/mg protein) 

IIIM^J 2 8 1 
[0 10 51 

-^^7K^iy.Hi^:feU/v:«H4ddyr'i7^ (7ilt^) tw. M^RJ 2 7 J; 0 '''m^^ tt/c 
1 3 jS(^$|iIi^^^tMctris(hydroxymethyl)aminomethane*t'^U *° V - A^^-g-^O. 2ml 

L/cf^. 10^^t;^>'y:5'-;VfSm'T-eT:^ttli)ilJ: «5Jfiimml«:$^JfllL^o -eUT. M.^ 
<??^"ij5jj|^g|;j.5y>,-r-*'>>'^-(Alola ARC300)t?ifi!l^LfCo ^'btc, ^ttOV^i^V- 
A^-^#:0^#F*1^^'I4=S:11^* §6^"^*^ ^jfn.T8[OJflLTt«:Sephadex G-SOt'W^ n •y' h L 

\%mm2 91 

[0 10 61 

^^S^J K ^ V A/ If 'J # V - A O^Sli 
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'J 3 ^;?.T-n-;v. v^-fef-;v7 * ;^ 7 x - h , KS.0'^^>''«Ji'5 
l.^;i'7*>?.7T^i^;W^5'>'-;l^75 V'Sr^^l/Jt-e-g-tL-ftLSS : 40 : 5 : 15 : sosa-^T? 
'&ttBi®l:45.6mgl3 55:-2> i 9 Iwrl'&L, n - V U A46. 9mg« ^'nn*;VA 

tKx-^xmnm^mzo nhtitzmnm^Tmrnm^m^^m (pH8.4) lOmitcM. 
m^^iSifsmL. ^m^^^'tn^^MWiiomi^ntio zff)^'^f\^mmf&n^'TPiPsmmwi (pH8.4 

fSTtr*^— t-m-^bTtf^, CKD K^V;nf>':/X'9 5 -fe;W^;?^?i^^PM101^ (AmiconCo., 

USA) t Tmmm&m^^WL (phs. 4) tz m^mM i)-i>iri^-'^j:mmM k ^ v 

yi^y - A&^mmmomi^mmLfzo nhfLfz^m^^mmm^i37x:)(D^mM 

mM^M (Model Nano ZS. Malvern Instruments Ltd., UK) iZX ^m^Lfz^^> 
I3[^=g(i50~350nm. ^i^-tf- 3^ mffefi -30- — lOmVC* o /to 

[0 10 7] 

Hifef^ 2 9 -^pm L /iSiQ^^J K ^ V ;u e V V *° V - A ?#?^10ml =$:XM300M (Amico 

n Co., USA) tCESmmmpn S.5)im^^fz^mm.MK-^-l'mm<OpYii:S.5KLfzo 'AiZ^ 
Ig^f^llbisCsulfosuccinimidyDsuberate (BS3; Pierce Co. ,USA)10mI*Jnx.. 25t:-C2 

^7.yr^V)l^^^ y-)VT<>tBS3t(Di\:^^^KB^^mLfzo ^UT. ^<7)V5J^° 
V-AT^=^XM3OOmi:CBS^«?0[(pH 8.5)-CPI^iiiiJl;54t/Co 'A^Z, CBS^«i6t(pH 8.5)1 
mltCj#:6*L7ttris(hydroxymethyl)aminomethane 40mg4: U sKV — ATStlOmHCtDx-T ^ 25*0 
t?2^ram#^. rr-e— Bfem#j> t-CU sj^y- AM±Oj3|Kl'^^L/::BS3t trisChydroxym 
ethyl)aminomethanet<^'fb^lt'^RlS=Sr^^bfCo rtLHi^5^ tfL« V -'l' tf v 
A 'J 5^°V- A^<^!t®v>'^°;^$ y y( )vy ± :^y r^'Jfi^^^ y -)^7 ^ >'±lctr is (hydro 
xymethyl) aminomethane<^7K^*^*iefi^ L TTK^^TKtt'fb $ fifz^ 

mmms u 

[0 10 8] 

tft^g^J V'^y}\^^'^>mXV >}^V-A)EM±^<^ti MflLttTJW-/^ ^ (HSA) (D^^ 
WiWO^^ (Yamazaki. N. , Kodama, M. and Gab i us, H.-J. (1994) Methods Enzymol. 
242, 56-65) KX^. * ^ U >i5rRjSfe*fflV>T^f of^o i-*^*>> ^(OS.Bli2m^ 
'fb^RtSt^tTV^, t-raCfetC, ^]!ife^2T-t#ibttfcl0inlO';*°V-AM®-ht^^^£'t-^ 
?5r > 1; ^ K 1ml <^TAPS^®?8l(pH 8. 4) L ^ ^5' 3 h ^ ^ 43mg=$- 

fin£TMta-C2^F^M#L-CiS3':7^^m'fi:tfcf^. XM30011i:PBS^«fet(pH 8.0)-e|5a^ 
iiji1--5>Ci^:lzi 0^<b^tL/i'j5Ky-AlOml=S:#/wo V ^^KV- AtS^r, 20mgOli h 
lfiL?t7;V^5 V(HSA)=Srl)nx.T25lCt'2^TO#t, ^^:lCPBS(pH 8.0)IC2M NaBHaCN 100 1 

T?HSA*J®^L7to -etr. XM300mi:CBS^^ffi?a(pH 8.5)-ePl^Mit^r L/cm> HSAM-^^ 
V ;^ t'-> >$t A U 'i^ y - A ?g.lOml ^%tzo 

{%mm3 2] 

[0 10 9] 

ifC^^J K ^ y ;v e v' y itx u '-K y - A mM^-^ h ifiLTt T ;v y 5 > (hsa) i'^co 7 )v 

y rl.6-7>y e;t->^-|lil<^j^'^^'J (HSA) (^^Tlclt'fbiJQiS 

T;V7 Tl,6v:^y e:t-;5^z:JBi^(Calbiochem Co. .USA)50// g=S:0. 25g<^NH4HC03 =Sr?#7&^ 
Lfc0.5ml7K.^I8Lt::t)P^. 37'Ct'3B ffi^^L;^^. 0.45A«mOy -f -T^M tT;»«| 
<^5t7c*^<7) T 5 y -fbRfD Sr^^ t T T ;v y 7 1. 6 V > y vf :^ - ;^ r#m<o i?: 'J 3 ;i/ T 
5 >"fb'^i^50//g*#:to HJfe^s 1 t'#f^^?B^JK^y;vei/>'MA'J*°y-A 
l$:0-lmU;:|g^|^t^3,3' -dithiobis(sulfosuccinimidyl) propionate (DTSSP: Pi 
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erce Co. .USA)lmg=^*Px.T25t:T'2NF^. Mv-T7'C-C-Bfe«fi^L, XM300m tCBSJ^«i^(p 
H 8.5)-C-|S^itiiLTiyrSSP5&*V4?V-A±OHSAl'^'&LyiU**V-Alml«r#7to 

7. 2) -CPSnitii t -C U 4^ V - m®^-^ t h JflLYt T ;v 7- 5 >_L<?)DTSSP1I T ;V 7 r 1. 6^ 
e:a-->?.-MIIO^'&«rfrof>:o ^l-> >; 'i^V-i^TSirtrisChydroxymethyDami 
nomethanedako Co.. Japan) 13mgt*nx.-C. 25X:x-2mmmWL. -?-0^7'CT--Hjfem*l^ b 
. XM30011i:PBS^®i£(pH 7. 2) T-Pinzt® tT U 'J^ V -- Amffi^-^t: h jfiLvtT^vr^ >'± 
(^DTSSPlltris(hydroxymethyl)aminomethane<^^'^?:tro:'io gl 3 2 -CtP $ tt 

StrisChydroxymethyDaminomethanei: t h JflLffT^V/^ > h ^'V- A i:*^^^U/c'J 
(HSA) 0§a7KmbM«rL7tU^V-A«r#^o -^O^*. I2I4-e7r:$tt 

v^-^eS (HSA) (;D^7lctt'fbi![kS=^t/wtrL^S^JK^v;vev>itAV'i^V-A (B&^^ 

:dx-a6) 2ml (MM2mg. ^Me»200;^g) ^m^ti^^o nhfLtz^m^m.mmm 
(3713) <^*L^Sj^j V ;v e'> 'i? V - t-^-i^m^^'^-'S' m& 

• fi^S • iB-^SiW^^S (Model Nano ZS, Malvern Instruments Ltd. , UK) KX^ M 
^LtzB^. ^*fc>3S[^S{±50~350nm. ^^^-^mUiiSO lOmVe^of^, 

mmm 331 . 

[0 1 1 01 

^^S^PJK^v;vtr'>>^A';'-Kv-AiiiM^'^t Mtd.fllT;vy5> (HSA) ±-^^3-7 

=ii^)\^y^ Y-y^ -mm <o^^ t > * - M e ® (hsa) omyKmmm 

Z-yaz^)Vyi7 h->!.H!KiI(Calbiochem Co. .USA)50/iz g=SrO. 25gONH4HC03 L^cO 

T ^ y ^kS:fD LT3-73'>;v7i5'h-^ ^mm(0 u 3 v ;v r $ :^'ffc-^i^50 

Aigtw^o ^tw. nmms it?#/cgL«K^v;i/vf->>^xu*°v-Ai^(7)-«i555'imi 

tw^5|^|iltll3, 3' -dithiobis(sulfosuccinimidyl) propionate (DTSSP; Pierce Co. .USA) 
lmg*Jnx.T25t:t?2^W. ^v>-C7t:-C-Bjfem^L. XM300mi:CBS^®r^(pH S.5)'C^m 
iiiiL-CiyrSSP75-''J 'i^°V-A±<75HSAlC^'^LfcU 'KV-Alml«:#/^o CKOy-i^V 

-A?8[ii±iB0D3-7=''>;v9^' h-;^=$l||<^^^u 3'>;vT^ >'fk'&t/50/ig*ljnx.-c. 2 
5X:-C2^ram*I^L^ 'e(Dm7X:t?-HilimS^L. XM300mi:PBS^«(pH 7.2)xm\-mM\^ 
X^)yi-°y-Ammf^^^ YJkmrJVy^ >±ODTSSPtr3-7 3>';V7i^ 
-^fr^ToTto -i^Ct-. c:<^ V 5J^V- ATi8LtCtris(hydroxymethyl)aminomethane(Wako Co. , Jap 
an)13mg=Srljn^t:. 25'C-C2^ra^*^^L. -e<Dm7*C-C-|fe^#L. XM300mfcPBS^«^(pH 
7.2)-ePIj^?ii§L-C'; ^-^-V-Amm^-^t hjflL?tT;l'-7'5 >Ji<DDTSSPl'tris(hydroxyme 
thyl)aminomethane<^)^'^^fi^o>to "tom^. m 3 2 -e7P$tt;2>tris(hydroxymethyl)am 
inomethsnet}^ h!SSLmT)V:f^>t^}^°y-J^t:fym^Lfz^)y:^-m&n (HSA) (DM 

Vi MflL?t7;vr5 >i: U^'V-AtT&s^-^Lf^y (HSA) O^tK^ 

'fk^atS*L7ti7U»JK^V^V^*->>^AU'J^V-A (lii&$5-> : DX-3FL) 2ml (M®fi:2mg 
i^MeS200^g) 7&-'#'btL/co ^#<btu/c&S«:i^51^^el4'(37*C)<^)^«K^v;^ev 

ymx >; ^-j^ v - Ajg^^^-t^js^^s t -t*- «r -t*- • • ^Siw^^e (mo 

del Nano ZS. Malvern Instruments Ltd.. UK) *)m^Lfz^W:. ¥*lJ«l:^@ti50~3 
50nm> ^i^'if-'S^mmt-SO lOmVC*)oyi:o 

mmms 4i 

S;^^JK^vA/tr->>'»A'J^v-AmM^'g-t MliLt»T;v:/5 V (hsa) ±-^<^tris( 

hydroxymethyDaminomethaneO^-g-tC J: ^ V > * - gfiS (HSA) (DmTKmmm 

t?t#fc^l@^J s^'V-A^Bl*^— SlS^lmUl^1ii^^3.3' -dithiobis(s 

ulfosuccinimidyl) propionate (DTSSP; Pierce Co. .USA) lmg=S:lnix.-C25t:-C2^K. B. 
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T 713 X—^mn U . XM300m t CBSmmWi (pH 8. 5) X^pmiSii L TDTSSP^* 'J V - A ± 

msMzm^vfz'}>*-m&n (hsa) o3a7Ki4<ki8ta';'i^v-i^imit#/co ^^t::. ^ 

<^'J ^V-AfKtItris(hydroxymethyl)aminomethane(Wako Co. .Japan) 13mg=g:i3nx.T, 25 

t:-e2^KM4^L. -E-of^7t:-e-Bfe^#L. mzoomtvBsmmmp'^ 7.2)x-unm.MLx 

ij ;^•y-AM®^'a't: MflLttT;vr^ >±ODTSSPtwtris(hydroxyinethyl)aminomethaneO 
jg#=fe^To/co -?-<^^^^ HI 3 2 T^i^tL^trisChydroxymethyDaminomethanei: li hJlll 
»7;vy§ ij5Ky-Ai:7&«#t'&L>t'; ^^-Se® (HSA) Oia7lcmt5!!ka=S: bfcJt 

LXCD^mn V'^y)V\£'yymXV ^-V-i. (B&fS-^ : DX-TR is) 2ml (M 
«*2mg, r«a*200//g) 75^-#'b:}^fco #^tL/c^S«!S?ii^4'(37t:)0»C^S=^J 

mWi (Model Nano ZS. Malvern Instruments Ltd., UK) *)m^Vfz^W:. 
S {i 50 ~ 350nm. W.^ t± - 30 lOmVC ab o o 

mm^ 3 5 1 

[0 112] 

Ehrlich ascites tumor (EAT) mm (#^2X10^ M) =SriH4ddY •7.i7>^ (7 jSI^) 

i^mu&rii'^m.L. mm.m^5o-m±io^v ^-V)^''^^'^ (e-s am) Lfz'h<Dm 

3 2 t^M*?fl3 4T'P$!it7ti^lI#S'^t;L^S^JK^V;Vlf->>'»AU*°V-A^t/^ti«ffl 
^: tSt^^PJ K ^ V >M A U V - A t£ t {±^S:fem7Jc ^ 7 V - <^ F ^ v --^^ 
v>?St=^0.2mU 3~4Bti§t-4|l (^m#W^. 7B> IIB. 14B. 18B) > mm'B^ 

^■Lfzo mmi^ma. #mffi«<^ss (U isxx^m^ (s) 

i O^mt/Co (^:^^ U = l/2xLxSxS :i<D^^^m3 

fz ^ <D^m^^fzm'k\izmm<o^<o±^imm-^fi. mmwmnw:^^Mtt>hfitio 
mmm 3 e 1 

[0 1131 

Ehrlich ascites tumor (EAT) mm (i^2X10^ m) ^MmdY -^^7. {1 MW) <0:^ 

■XmU&T\'^m.\^. ^sam:6«50~ioo3::^5 'J ^- (6-8 B^^) \.fzi,<Dm 
30E«r3^^i^tifflv^/co C60S^S-7>>JJ^10Eo'o^3S^i-:9-ttT'ett-etL<^)S^lc. 
3 3 t %mm 3 4 -epm L :^c$III^^trL^S^J K ^ V ;V e > V ^ V - A ^ t ^J: tii^il 
iiL^mn K^yjVlf'>>^X'J ^V-Afe[tfcfi^3S:fti^7Kt0.6mK 3 ~4BS^ t'4 
E (^S«5^m, 7B. 11 B. 14 B, IBB) . ^n^-^t/Co 
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